c-Cbl mediated ubiquitylation and regulation of cell surface exposure of CD5.
Downregulation of cell surface receptors is an important process aimed at attenuation or termination of receptor signaling. c-Cbl role in the process is thought to be initial ubiquitylation of the receptors targeted for degradation and assembly of internalization complexes consisting of several other proteins. c-Cbl seems to be present during the whole process of vesicle sorting after internalization. However, there are very few receptor molecules so far like EGFR being proven to be regulated by c-Cbl. It is known that a level of CD5 on mouse c-Cbl-/- thymocytes is upregulated in comparison to wild type cells. The mechanism leading to the upregulation is unknown. We show that CD5 is ubiquitylated in Jurkat-TAg cells and in mouse thymocytes and that the ubiquitylation is c-Cbl dependent. We also show that amount of CD5 associated with lysosomal marker LAMP-1 after stimulation is significantly lower in c-Cbl-/- thymocytes. CD5 mRNA level did not differ significantly between c-Cbl-/- and wild type thymocytes. We conclude that CD5 is ubiquitylated; the ubiquitylation is mediated by c-Cbl; CD5 level on a T lymphocyte cell surface is regulated by ubiquitylation and targeting to lysosomes.